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Fibrosis is the result of net accumulation of
collagen in the organ. This may occur as a
consequence of alterations in the synthesis of
collagen, their degradation, or both. Recent
investigations revealed that a decrease in
collagen degradation plays a crucial role in
fibrogenesis. Two pathways exist in collagen
degradation: extracellular and intracellular.
Each pathway has an important enzyme;
that is, matrix metalloproteinases (MMP)
and collagenolytic cathepsin, respectively.
Collagenolytic activity is regulated at several
levels. Expression of MMP and tissue inhibi-
tors of metalloproteinase (TIMP), which act
as inhibitors of MMP, is regulated independ-
ently by a number of cytokines and growth
factors. MMP, which is synthesized in the
cell, is secreted in a latent form. Activation
of the latent MMP is controlled by TIMP
and plasminogen activator inhibitor. TIMP
also inhibits activated MMP which can de-
grade connective tissue matrices including
collagens. In the condition where TIMP is
predominant over MMP, activity of collagen
breakdown is reduced, and consequently colla-
gen deposition occurrs.
